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Remedies for optic nerve function disorders, in particular, glaucoma characterized by containing neurotrophic factors, more 
particularly nerve growth factor (NGF). brain-derived neurotrophic factor (BDNF), ciliary neurotrophic factor (CN1 F), neutrophin-3 
(NT-3). ncuirophin-4/5 (NT-4/5), neutrophin-6 (NT-6). glia cell-derived neurotrophic factor (GDNF), axogenesis factor (AF-I) and glia 
growth factor (GGF2); and contact lenses containing these remedies. 



SNSOOCID: <WO__8810785A1J_^ 



(57) 



Mrftttizn&mtfi&m^- (ngf> , mmm&m. 
i%mm? (bdnf) , %mi*n&%zmm?- (cntf) , = 

uhvy^>-3 (NT-3), =. a. — u (N 
T - 4 / 5 ) , ~ ^ - n h n 7 ^ > - 6 ( N T - 6 ) , ^' y T *IB J® 
fcJfett&^^B^CGDNF)^ axogenesis fact 
or (AF-1) tekWVTj&.&m* (GGF2) ?:^tt5: 



A L 




E S 




LK 




S E 




AM 




F I 


y 4 V y ~s K 


LR 




S G 




AT 




F R 


yyv* 


LS 




S I 


* d ^ - 7 


AU 


*— * h5VT 
T-tf^M + v 


G A 




LT 


V hr = r 


S K 




A2 


G B 


$B 


LU 




S L 




8 A 




GE 




LV 


y hV*T 


SN 


•tr*#yu 


B B 


KX 


GH 


if-i- 


MC 




s z 




B E 


^yl^ — 


GM 




MD 


*-yvK?r#ftiH 


TD 


K 


B F 


^/V*-*" - 77^ 


GN 




MG 




TG 




BG 




G W 




MK 




T J 




B J 




GR 


*y fir 






TM 




BR 




HU 




ML 




TR 




BY 




I D 




MN 




TT 




C A 




I E 


Tj/Uy^ K 


MR 




UA 




CF 




I L 


4 ^ 7 OLyU 


MW 


-?y y <4 


UG 




CG 




I S 




MX 




U S 




CH 




I T 




NE 


~ is x. — As 


uz 




C I 




J P 


a* 


N L 




VN 




CM 




KE 


>r=-T 


NO 




YU 




CN 


KG 




NZ 


— ^ — • i>—y s K 


zw 




cu 




K P 




PL 


iK-7>- K 






cz 




KR 


*ifta 


PT 


#yv^#/u 






DE 




K Z 




RO 


yU— 






DK 


L C 




RU 








EE 


h 


L I 




SD 









BNSDOCID; <WO 9810785A1J_> 



WO 98/10785 PCT/JP97/03241 

1 

w m m 

m 

mm® 



WO 98/10785 PCT/JP97/03241 

2 

EliE©1B*fcSttlW 



- WO 98/10785 PCT/JP97/03241 

3 

SPS3H (a) *5<fctf (b) U, ^ff9 3ICfclt^B DN F^^felCfcft^^l? 
fPS4E) (a) fccfcLMb) (i, HSI« 4 icfclt* B DN F *S^iiTj?£lC*5lt&*&I? 

10 JK^jiiWfflffJ. J^T>±^ffl^Jc7>U-rticDa«JB-C ! fo<i;l>^\ ftlc. «ftfflgitt. »^ 

*mmz3srtz>w&mmm : f-u. *Mg©*Ht -«si -s^ttffl^wraH^-c* 

15 *>«fcl\, C©«j:^^SH?<hUTIt fflittf. NGF (ttSSfiJcSS^) . B 
DNF (ffi3£J|M«g$£H?) . CNTF <€8M*tMISfc*H?-). . NT- 3 (~ 
a-P hP"7-f > - 3) , NT-4/5 (ZLa-Q hD7^>-4/5) > NT- 
6 (-i-QhP7-(>-6) . GDNF (^U 7»IIIBfc**Ml$fc*B^) < A F 
-1 (axogenesis factor) % GGF2 {#VT&L&Wf-) & £1***1 Z<Dmm 

20 U<. SfclC. NGFfe«fcQ£BDNF^»JU<. ^ICBDNF^JfSU 

I*. CCT\ _tIEN G FU* -f * *JT<Dl"y'< : E>?)l : 3 L --t>\Z£VmM.2nrz. 

U. NGF^BDNFIiCtlb5)lOT*$, 

BNSDOCID: <WO 981078SA1J_> 



WO 98/10785 PCT/JP97/03241 , 

4 

*fi4roJ8»ifti*s^»icjci;TaRj«-r*c:i:^ats3R*. 

5 *fc*JU«>*A. WI7^->9A. KK***MJ*A. 

HSK^iMMS* ic «fc ic ct * 8»M£«Mt»S ; ; »«* ; 

io «sfc£#$ife>n*. 

20 #«SI»H*©flM«tt»IC»ESnfc<^ ■«M»*K: 0.0001 -0.5% (W 
/V) (Sfclil 0" ! -2x 10^g/l )fIffffi^m*J:<. 0.0004 
-0.04% 1 0 - 1 ~ 1 x 1 0 J Mg/D e*©fiBffl**»* * 



BNSOOCID: <WO 981073SA1J_^ 



WO 98/10785 PCT/JP97/03241 

5 

*5BWc«efflsn*7ki4is»J<tuT(i« man* mmmwk. ^mjstmsoss 
mm 2JL>w.wffiy&s »>mmmm) mmmi,<. *<Dtitmmit* 

»*4ffliBJ5M*© pH tf 3.0-8.0 lCH»T#£fi-C&ftfi«fcO. 

o.ooi %~io% (w/v) T»*u*<fci\ 

Id. 7t?'JV;^-h8 0 (Sn D n €) . *'J*+->x^l/>SMbt-7->;*, #y#* 

BNSDOCID: <WO 981078SA1 J^> 



WO 98/10785 PCT/JP97/03241 

6 

o.ooi %~io% (w/v) T$>niiJ;Uo 

ipjfuvf 1 ^. ^'jv^-hs onw$i<> ^e^fflaii, 0.001 %~ 10% 

5 (W/V) T£>ni£<fcOc 

ig-fb^-ifjua— «5A. ttfls^-Kh— £A. ^pp^y-;u. 7ii jux^ju 
o.ooi %-io% (w/v) -c*n(*«fc^. 

SSI, *iftth'J^A, *x>BW-MJ£A» ftBL ftS^^A. J&BW-MJ 
£ Ax JKBMc** MJ£A» *£W\ (0«;t(i\ 2jl>&W.W&* «J >M« 

H##$l,<, ^(D^fflgli, 8gf4ffl$lJ53c%)0 pH ^ 3.0-8.0 ICliSlT 
15 ££»T**lli«fclN. 

20 m&mm^-zmmmmsnz 0.0001 -0.5% <w/v> fi«£tfagjw*i b 1 a- 

-5 Cilery, zi>^^ hU>X^ L UMteg&iSWSM • TOSS^t? c£ 

BNSDOCID: <WO 9810785A1 J_> 



WO 98/10785 PCT/JP97/03241 

7 

mmm 
mmw i 

5 B S S (7JH3 >*±I!L 250ml (C NGF(Pepro Tech EC ttS) 

* 10 *t gjgft?2-t*T. £M : &&&tz 0 

mmm 2 

BSS^ (7;U3>*fc8L ffi&%) 2 50ml Iz BDNF(Pepro Tech EC ttill) 

* 1 0 fj. g ttT\ jSI8ift*f!lfe. 

10 mxm3 

B SS^7^ (7JUa>1±»L mSh%) 250ml Ic NGF(Pepro Tech EC *t£0 

mmm 4 

BSS^77 (7;H3>tfcSL fSfio€) 250ml (C BDNF(Pepro Tech EC ttSt) 
15 £ 5 /x g mmZ-GT. *B8?RS»fc. 
SUNK 5 

B S S ^5 ^(7Jl^n 2 5 Oml lzNT-3 (Research Biochemical 

International fctSI) & 5 n gmf&ZltT. £M : &&&fzc 

mmm 6 

20 B S S y^^.(7JU=i >tttK»!8ino£) 2 50ml lcNT-4 (Research Biochemical 
International &§!{) £ 5 At g^)»$1tT. <SJgj$£&7t 0 

BSS^^ (7JH3>tt$L 250 ml \z CNTF (R&D Systems 

BNSDOCID: <WO 9810785A1J_> 



WO 98/10785 PCT/JP97/0324 1 

8 

mmm s 

MWffiWk 100ml ICBDN F 0.001 g, h U O A 0.9g SskU^t^y 

Mb - A 0.003g £ itfc. O I NT?# 6 fttzmfc*: ^ )V^-\Z 

5 mmm 9 

B DN F 0.001 g & : M.mffiWk 10ml (cj§ft¥£-t2\ > >7^>7 << J^-lzx 
100g, ^PP^^/-^0.01g ZbUx.. ?LI*lCTigfP §g$*S£<H*:o 

1 0 uvm 1 

(omm. m&mmz&z\?fzi6izf££L-f2>£mx.*>ftT^z> e &?z. mnmm^. 
mE.z±mz#zfrft\zv>#-#<n&ftmmmjk5imw£V?mL. cou 

K««Tttffl0fci5S?l^>^<!:LT(i. -Tvt*m<D TEC5000 Aspiration 
Unit(mn e &€)J^fflUT.70cmHg(7)^ETPSftHSI5$:'!S^IUTJgE^ 60mmHg 



BNSDOCID: <WO 9810785A1 _U» 



WO 98/10785 PCT/JP9 7/03 241 

9 

%mfcfcM'£.m<D®mytMlZlZ. Neitz Brite Scope £fflO>to 
BKtniCH- 1 4 D(DdlU>X'£: 7cm <D$m\zMZ> -/£MftLt£lx-$-t*;tttTB8 
rt£SB€>U *-y>)ls-Zf (open loop) ICUT§gJg<2/£l^ffl£— &lc!SfrJL 

5 *titSS-m, m^BO^^T^^e^t^^UTS^fil (max.) <DWtfs.fc 
ZmfcLTzo ISfili. 7t^P-< KfctMO rmacropolaphy auto 6 (fSj&S) J £ 

(iifiTHfc't'lCffil&U iSmilCSS. ^<7)-gPliBflM7>:cO unconventional 
route (Bill, A £><D3-if h -0— *fflUfc— a©ffl5t0>e>WR*tt:» Pflftdi€> 
jftittStlSiltt© conventional route 1U*MCJI$2, €t£i*£iIoT choroid- 
20 suprachoroidal space icSfcWrtdTOtfW&SftTO*. ) 

IcSySfi^tRW-T*. &*5. C<7)lgrt^Sg»li, Colo(exp. eye. Res. 23:57- 
585)6>JC«fcy. ftlZtt&T&ZLlifimmZtiT^Z. Z\z\lz&^fcMft(D)l'- 

BNSOOCID: <WO 98107SSA1J_> 



WO 98/10785 PCT/JP97/03241 

10 

mK<D±miz£vmni&i&mmwz&c.uTi!t%:m&&itL <v e p> x^jisl*: 

XT-?H>^ non-noise S 500 a^ift^SiH) ICTISS^ 60mmHg 

V E POifiiJ:?!^ Neuropack 2 &SS«tt&£=£g MEB-7102 (fSS^. 

*aiiS8i (-) £^5&&Bl8l5;£<Rij (f^-r^^u , £iig$ijiifcm<&) fccktf&aiSU 



WO 98/10785 PCT/JP97/03241 

1 1 

iUTMJ^^Xjfl'JSl^T r> ft. 

• m^nmmm 3-*>*ji> 1 20 u v/div 

?- J r>%>)l2 20 u V/diV 
100Hz 

5 fi«7^JW 1Hz 

• ftWr&M 200msec 

•jww^igaa 2000 

• 7 ^ >y v $iJ;& $ iJ3k» S 1 Hz 

fgftM 0.6J 
10 2O~30cm 

Iffl) € 100%<hUX> V E P©3*«*^l*ia?E*XTaiUfc. 

mm<D mm* -r ^ x *t» ^ e it £ n * . 

*5fe(Cfc(tSV E Pli v 5£3HJ»^6ttRM#^»ft (30msec) SXrlC MR. 

20 a*. ttdWRttf*. fe«fc^ajcjan©e-^ <kLx»€>ti*c<!:^»ie»nxu* 

(K.Koshino, et al., Neuroscience 14:23-27, 1988) . 
V E P(D««Ufc*56JCOUX.«*JW3 - 70»S*«H^/SI8jftte«fc^*t8a 
OMJ^BRiS (BSS^57, iSfSS) £B8fd B 6®. S-1 2 1 BIB»g 
«LXjSIBL>t. 



BNSDOCID: <WO 9810785A1J_> 



WO 98/10785 PCT/JP97/03241 

12 

v e p<Dmm\£. nig&&m=?iz&2> : £mmfe'&. ma i -2ia?7ofc. 
mmmm=?-z 21 Br^M^tz^mmz^rM v e pommmx^mt}^ 

N FiNT-4 <D$]|gli^g-C& -D tz B 
gtSS^'i 3 

i^fiiO Dicon fi*6*)*aimfCJ: UlS^/iS^ISif £fg 3 El (a) IC^fo m 

m&^&wmm<Dm : &rfmmiz®#>c>titzo ss^st, &sj£<d{£t 

15 C<DS:g{C*fU l&SJJI'JfW 4 "CiBUi B D N F (20 w g/l) £ 1 B4&}<DW\-£ 

mm (b) iz7rs-f&z>iz. mmmoi&Tte&mzn. m&*>m*:L. bdnfw 

20 SSi*#)4 

3*PS£iNlf*3fl5 (S1*ffe1££SrtP$fSfE) Mlotf U B DN FlS^ICcfc^^'^^ 



BNSDOCID: <WO 9810785A1J_> 



WO 98/10785 PCT/JP97/03241 

13 

£<BIS«U:*tU a!W>J«4-CW*IUfcBDN F (20 u g/l) $1 B 4 001^ 
"CjftlB&fio^iica, *M -irET«Rfc»li£<;»*U 354 El (b) lc5K*-«fc 

5 KSMM 5 

j&*m<o««©*»* =f-;u k v it ic«fc y sk*: tea, 

CI<0»*fZ*tU NT-4/5 (20 u g/D €1 B 4B©W^-CjSIR€:f7ofc 

io tzz. 2iMT«iF©eMK»Jii#»*>ft8i«>. »7iH»i:ii. =j-jukv>Si 

#*18#>£>n, »W«»tt (octopus 1-2-3, iSJSS) TtS^^<i:C-5. ffiflBlcfc 
£<DiB#IC*tU «IWffil5THM^NT- 3 (20 «. g/l) €1 6 4 0^ 

fe 0 ctticck u > n t - 3 <o«tifcS)!i*d««ssisn/i. 



BNSDOCID: <WO 981078SA1 J_> 



WO 98/10785 PCT/JP97/0.?241 

14 

C<0!S*C**U THKOfcNGF (40 ja g/l) £1 B 4 E<0ffl£T 

?t. #n -rs&icii. asi*a>fcyi£<fcy* merRmzi*. frfcyj£<a»a« 
^«$nfco cimcfcy. NGF<oah*#i«8<*nfc. 

r*ciic«fcyaft***»-r*oT. z\<o^m. mftmtfiz mmzm 
*»wicj3ix-ctt. cn&«»ffl«aifc*a4t*a^ii«ite»*©jw*a 



.9810785A1J_> 



WO 98/10785 



15 



PCT/JP97/03241 



m * (D m m 

5 2. wm&m&&-tmwsL&R¥ (ngf). m&xtom&m&i- (bdnfj, 
^m&mz&m® 1 ?- (cntd . -i-phn^w >-3 (nt-3) . 

□ KP7^>-4/5 (NT-4/5) , — a — □ h □ ~P 4 > - 6 (NT-6) . 
y'J7ilfi^^SB? (GDNF) , axogenesis factor (AF-1) 
cfc^'UTfiSc^S^ (GG F 2) ;^e>»tfftS-«XtemU±T«*»*<0Effl 

3. tt^SIWNGF. BDNF, CNT F, NT-3. NT-4/5fc<t 

1 5 

4 . flMSSfcHE^-fl* B D N F-C^-5fS*<Di5ffl^ 3 HfB®c<DBKf4ffl$!fi£ f 8lo 

8 . H3&fcSJ<D«Jg#«iSEE£tT 0.6-2.0 T£>-5>fS#<£>*Bffll& 7 If !£®c<DHB*4ffl 
25 lifi)c#Io 



BNSDOCID: <WO 981078SA1_L> 



WO 98/10785 PCT/JP97/C3241 

16 

9 . mmi&^mt uto^mm e~8 &wftnmz&m<DiEmm&mm. 
1 o. mmmammtfi 0.001 %~io% (w/v) T^^ism^iBa^giiiEKco 

5 

1 2. fi&fbftjQiftffd* 0.001 %~ 10% (W/V) T&<5ig3fc<Di5fflifS 1 HUE 
io iJc(Dlg?4ffl$l^o 

1 3. n{b««$«t«n$oKB« 6 - 8 , 1 ofccfctf 1 2JS(&ivrnxNcre« 

15 1 4. ¥UbSJ<D;JRjg#" 0.001 %~ 10% (W/v) T^>-5ti^<7)igSI^ 1 3HIEK 
1 5. ^^J^^W^-SfS^OlBffll^e ~ 8 , 10,1 2fcJ;tf1 4HtfH\f'tl^ 

20 

1 6. «^ffJ(D-XS«< 0.0001% — 10% (W/V) T^>-Sfi*(OiBHIg 1 5 HIE 

1 7. pHiai|fiJ$:^Wr'5fS^(D«ESI^6~8, 10, 12, 1 4*5£tf<\ 6 H 
25 (0O-rn^lClEi£(DBg?4ffllfi^o 



BNSDOCID: <WO 98 1 0785A 1 J_> 



WO 98/10785 PCT/JP97/03241 

17 

1 8 . pH 3.o~8.o izfitoidifcsfc ph mmm&$mtzn*<Dmm& 1 7ihe« 

1 9. ttlgSKM^CDMWf. 0.0001-0.5% (W/V) -C^)€>IS^<D*Efflm 1 

5 -4,6-8,10,12,14,1 6fc«fctf 1 8 II<m^tt;WCl58i<7}BB?4fflSi 

2o. w&ztmm^ommtf. i o- 3 -2 x i o 5 Aig/ i -rfc-ssi^iBasn 

-4, 6-8, 10, 12, 14, 1 6fccfctf 1 8HcDU-rtl^lCiaigcDBg?4ffl*l 

10 fSL^i 

15 2 2. »JSSR*H^*d*r*iii:*«a<!:r*««iti«IE»Sj&*ai. 

2 4. «i«SR*HW»«fiJt*H?- (NGF) . |g&£ttg$Sa?- (BDNF), 
20 €titt*tt&$XB7- (CNT F) , — n-D hP7-f > - 3 (NT - 3) . — i- 

PhP7-f>-4/5 (NT-4/5) , -a-PhP7^-6 (NT-6) , 
^'JTHDBS&SfcJ'MgSfcSS 1 ?- (GDNF) , axogenesis factor (AF-1) £ 
.fctf^U (GG F 2) #€>»tfft*-ttX(*-«iU±T**ISm<0«ffl 

Sfl 2 3 IIIEK(D^«f^ 0 

25 

2 5. «"^Sa?^NGF, BDNF. CNTF, NT-3, NT-4/5 fc<fc 



BNSOOCID: <WO 9810785A1 J_> 



WO 98/10785 PCT/JP97/C3241 

18 

2 6 . WWHtm^tfi B D N FT£><5f8*<Z)Kffl3fS 2 5 HIZDctf>;£0^ o 

5 

2 7.;^^Bg?4fflnfflS»J-C**lim<7)lBSim2 3-2 6 IjfcOomaMClEtt© 

m2 3-2 6fc<fc^2 8«(Di^-i*n^fctEKo«rtP»>&*ai. 

3 2. #S5R«H^^»«fiJt«H^ (NGF) , fl«EiJ**$*I$l$«B : F- (BDNF) . 
20 %mteM&&m®=f- (CNTF) . -a-PhP7-f >-3 (NT-3) . "a- 

PhP7^>-4/5 (NT-4/5) , "n. — □ hP7^ >- 6 (NT-6) , 
^y7fflJfca3fe#J8$fc*B?- (GDNF) , axogenesis factor (AF-1) *5 

cfc^^u7^s^ (ggf 2) ^e>3gtfn*-axi*ziaja±-c»«>»i*(DKffl 
$30 mzwi<D7&mx&o 

25 

3 3. M5K«BWNGF, BDNF, CNTF. NT-3, NT-4/5fcJ; 

BNSDOCID: <WO 9810785MJ_> 



WO 98/10785 PCT/JP97/03241 

19 

5 

10 

IES$3 0~3 4fe«fctX3 6Jl©l^tl^(ClEKOj&*^'s*. 



8NSOOCID: <WO 9810785A1J_> 



WO 98/10785 



PCT/JP97/03241 , 



1/3 




o BDNFt£-5-#] 



1 2 3 



4W 




BNSDOCID; <WO 98107S5A1J_> 



"»VO 98/10785 



PCT/JP97/03241 



2/3 



(a) 




-A 

:i".:-.".:>i".>.:: 



: : : : : "a^a'a^a i ^a^a^a^a.a^a^a.a.a 

• : : : ; ::::::::::: U' " ^^i^iH^^r^^^^^^ 

. . . .......... . . . . . .«,- . » . . . ^ ;x:^x:^:\:^:% 

::::^^:^ l^*A^>iacJi2-i a-a-a^a^a^a::::^^ 

* * '* '* rw5< *- "tva/a^ • Ia-a^-aIa: : : : : : "a-a^a. >..a.aa 




. >..>..:•..:•..:•-. i..*: : . >« :::::::::::::::: : 
-a^a^a^a: :::::::: ::::::::::::::: 
•a'a-a-a*:-.: ::::::::::::::::::: :::: 
•a-a-a-:-.- :*.•>-::: ::::::::::: :::::: 
' Ia^a-a:::::::::::::::: 
" ^.:vi:::::::::::::: ; A ::::: 

^a^a::::::::::::;^ a : a : a : a : a : a : a : a : a : a : a : a : a 



:::::: :■>.•>.->.->. 
;::;::^a^a 



:::::::::::^a : a : a ; a 
j a : " aJ>. J >. 

■ "* * :::::::::::;:::::::::::::;i:>.:>.;X : i;>.:A 
::::::::::::::::::::::: : a : a : a : \ : a : 
::::::::::::::::::::: ; a5a : a : a : a : a : i 
.a-a'a^ a.a : a.a : a 
:::: : a : a:a;a : a;a : a : a : a 



•••.•.•.I .a.>..a<-..: 



A ■•*•••*•• A* I •!*»" 



(b) 



50-41 
40-36 
: 35-31 
: 30-26 
•25-21 
I2O-I6 
15-11 
10- 6 
5- 1 
<=0 



^a^a^aa.: 



: a : a : a : a : a : a : a : a : a : a : a : a a : a : a 

-A'aO« -a-a- a-a- a- a*a a-!w. 
.A*A:::::::: : x : ^;^.;^;:v•.;^■ 



: a::::::::.a : a : a : a : a : a : a : a : a : a a 



. 

: a: : : a : a : a : a : a : a : a: 
•aJa: : : : : a : aJaJa|aJa : a: :::::::::::: 
:::::::: -a^a-a^ a-I^.* a: :::::::::::::: 

^v}.. aIx-aOw.^ :>X. >.;*.: ::::::: 
:::::: : :v X^xlxlx^xlx.xjx; :■..>.. X : X : a: : 
:::::::::::: » a * "*» ■ a * X * a • X * a * X » X » a • a * a * « : 



3 0 ■>•*>*> : >* ; 

»xi : ^a^ a^a*:^a'a|J^ a: ::::::::: a.:.: : 
* :::::::a;a;a;a;a;x : a : X: :::::: 

: : a : a ; a:::::::::::::::::::::::::::: 



::::::: a.a.aa.a.X.X.a.a.x:. 
::::::::::::::: 



:::::::::::::::::::::::::::::: 
:::::::::::::::::::::::::::::::::::: 

.Xi^x.X::::::::::::::: 



. : a : a ; a : a : a : a : a : a : a : a : \ : a 
a • a • a • a * a* a ■ a* a • a * a * a * a » a* 
i aaI:;:;:;:::!;^'-.^-/ * 



. : A ; A : A : A : A;A : A : A : A : A : A 



:::::::: : : x : x : x : a : a : a : x : x : x : x : x. x : x 
|xj xJaJaJa; aJ X- X^aJX- >.. a 
:::::::::::JxjAjxjxJX:XjxJx|x^X ; X 
::::::;:::::::::: ^xjxjxjxjx^x^x 

* * • ■ I I * • * t * m * * • * * * # I ■ 1 * 1 4 * *«"*">*>* a * + 1 »'• 

I"::;::::::;:::;;::::;;; ■>..>..>..>.->.* a- 1*.. a 
:::::::::::::::::::::::: li^xjx^x^x^x 
I::::::::::::::::::::::::;:: ^xixjxix^xjx 
X- a. XX.X-X>, 
^ t". 



X-X-XX-X-: 
x'xjxix^X^XX 
::::::: :::::::::::::::Jx5xjxjx|x|x::;x* 
. x[X;X;X|x[ x]a : x|x 



::::::: : : :-.::::::::::::::::: ::::::::: :r i:::: :::::::: ::::::. a ; a : x : x : X : X : x ; x : X : a ; X 



:::::: :::::::: ; ; >.:a|>.' 
^30 





50-41 




40-36 




35-31 




30-26 




25-21 




20-16 




15-11 




10- 6 


i 


5- 1 


■ 


<=0 



BNSOOCID: <WO 9810785A1J_> 



WO 98/10785 



PCT/JP97/03241 





BNSDOCID: <WO 9810785A1 J_> 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP97/03241 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 6 A61K38/27, 38/18, 38/17, G02C7/04, A61K9/06, 9/08, 9/00 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 6 A61K38/00-38/58, A61K9/00 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CA(STN) , REGISTRY (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



JP , 7-50 7053 , A (Regeneron Pharmaceuticals , 
Inc . ) , 

August 3, 1995 (03. 08. 95), 

Particularly claim; page 6, upper left column 
to upper right column & WO, 93/15608, A 
& EP, 671879, A & US, 5667968, A 

JP , 7-506005, A (Regeneron Pharmaceuticals, 
Inc . ) , 

July 6, 1995 (06 . 07. 95) , 

Particularly page 6, lower left column to lower 
right column; page 4, lower left column to 
lower right column & WO, 94/9134, A 
& US, 5349056, A & EP , 666912, A 

JP, 7-509600, A (Regeneron Pharmaceuticals, 
Inc . ) , 

October 26, 1995 (26. 10. 95), 
Particularly claim & WO, 93/25684, A 
& EP, 644937, A & AU , 9345359, A 



Relevant to claim No. 



1-20 
21 - 29 



X 
Y 



X 
Y 



X 
Y 



1-3, 5-20 
4, 21-29 



1-4 
5-29 



|X | Further documents are listed in the continuation of Box C. | } See patent family annex. 



Special categories of cited documents: 

"A" document defining the general state of the art which is not considered 
to be of particular relevance 

B" earlier document but published on or after the international filing date 
"L" document which may throw doubts on priority claim(s) or wbicb is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

'O" document referring to an oral disclosure, use, exhibition or other 
means 

' document published prior to the international filing date but later than 
the priority date claimed 



*T" later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory uaderlyiog the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or caonol be considered to involve an ■ oven live 
step when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined witboneor more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 



Date of the actual completion of the international search 

November 19, 1997 (19. 11. 97) 



Date of mailing of the international search report 

December 2, 1997 (02. 12. 97) 



Name and mailing address of the ISA/ 

Japanese Patent Office 
Facsimile No. 



Authorized officer 



Telephone No. 



Form PCT/1SA/210 (second sheet) (July 1992) 



BNSDOCID: <WO 981078SA1 J_> 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP97/03241 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 




Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 1 

Y ] 


Development, Vol. 122, No. 5 (March, 1996) 
P. 1427-1438 


1, 2, 22 
3-21, 23-29 


X 1 

X ' 
J 


tfO, 96/6859, A (Children's Medical Center 

"•nrnn rflHon . USA) . 

Vlarch 7, 1996 (07 . 03. 96), 

Particularly pages 29 to 31 & EP , 777686, A 
& AU, 9535393, A 


1, 2, 22 
3-21, 23-29 


X 
Y 


WO, 95/26363, A (MAX- PLANCK -GE SELL SHAFT zur 
Foerderung der Wissenshaf ten) , 
October 5, 1995 (05. 10. 95) 
z PP 7 SI 0 13 . A 


1-3, 22 
4-21, 23-29 


Y 


JP, 62-103028, A (Bausch & Lomb Inc.), 
May 13 , 1987 (13 . 05. 87) , 

Claim 24 & EP , 219207, A & CA, 1295941, A 


21 , 29 


Y 


JP, 4-364855, A (loptex Research Inc.), 
December 17, 1992 (17. 12. 92) 
& EP, 443809, A & CA, 2036606, A 


21 , 29 


Y 


JP, 7-500267, A (Advanced Corneal Systems Inc.), 
January 12, 1995 (12. 01. 95), 
Particularly claim & WO, 93/7840, A 
& US, 5270051, A & EP , 608341, A 


21 , 29 


P 


WO, 97/19695, A (Amgen Inc.), 

June 5, 1997 (05. 06. 97) 

& US, 5641749, A & AU , 9711631, A 


1-2, 5-20, 
22-28 


P 


WO, 97/19694, A (Amgen Inc.), 
Tii^^a =; 1QQ7 fOS 06 . 97) , 

Particularly pages 6, 7 & US, 5641750, A 
& AU, 9710592, A 


1-3, 4-20, 
22 


P 


WO, 97/34586, A (Cytotherapeutics Inc.), 
Setpember 25, 1997 (25. 09. 97) (Family: none) 


1, 2, 
21, 29 


Y 


JP, 57-203440, A (Nippon Contact Lens Inc.), 
December 13, 1982 (13. 12. 82) (Family: none) 


21 , 29 


X 
Y 


Drug Development Research, Vol. 22 (1991) 
P. 1-23 


1-3, 23-28 
4-22, 29 



Form PCT/ISA/210 (continuation of second sheet) (July 1992) 



BNSDOCID: <WO 981 0785A 1 J_> 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP97/032A1 



Box I Observations where certain claims were found unsearchable (Continuation of item 1 of flrst sheet) 



This international search report has noi 



been established in respect of certain claims under Article 17(2)U) for the following reasons: 



. m Claims Nos.: 30-37 

^ hprm^ thev relate to subject raaner not required to be searched by this Authority, namely: 

Kims 30 to 37 pertain to methods for treatment of the human or animal body 
bv therapy and thus relate to a subject matter which this International Searching 
Authority ±s not required, under the provisions of Article 17(2) (a) (i) of the PCT 
and Rule 39.1(iv) of the Regulations under the PCT, to search. 

• □ Claims , 

they relate to parts of the international application that do not comply with the prescribed requirements to such 
an extent that no meaningful international search can be carried out, specifically: 



3 ' E Srl S e N ,hev are dependent Cairns and are no, drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box n Observations where unity of invention is lacking (Continuation of item 2 of tint sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1. |~ 1 As all required additional 
searchable claims. 



search fees were timely paid by the applicant, this international search repon covers all 



searchable claims could be searched without effort justifying an additional fee. this Authority did not invite 



2. PI As all 

payment of any additional fee 



3 |-| As only some of the recced additional search fees wete timely paid by the applicant, this international search repon 
J covers only those claims for which fees were paid, specifically claims Nos.: 



idy paid by the applicant. Consequently, thus international search report is 



4 l~ | No required additional search fees were time 

I — I — ^ .v.. : f ust mentioned in the claims; it is covered by claims Nos.: 



restricted to the invention 



Remark on Protest Q The additional search fees were accompanied by the applicant's protest. 

| — | No protest accompanied the payment of additional search fees. 



Form PCT/1SA/210 (continuation of fust sheet (1)) (July 1992) 



8NSDOCID: <WO 9810785A1J_> 



S9Stti«#* PCT/JP97/03241 



A. «W(OjHi-5»»©^SS (HBH#ff#ffi (IPC) ) 

^nt. CI' A61K3 8/2 7, 3 8/1 8, 3 8/1 7. G02C7/04. A61K9/06. 9/0 8. 9 



M««r*Tofc*/hBg«** (QB|RWlF&fl| (IPC) ) ' 

Int. CI* A61K3 8/0 0-3 8/5 8. A6 1K9/00 



! CA (STN) . REG I S TRY (STN) 

i 

1 




^■rzf y — * 






X 
Y 


J P. 7 - 5 0 7 0 5 3. A (JJv^^nv 7r ^, >a ^ f ^^ x ^ 

K) 3 * 1 9 9 5 {0 3 - ° 8 ' 95) »fc«**>ttB* I6It 
±*-#_L* & WO, 9 3/1 5 6 0 8, A & EP, 67187 9. A 
& US, 5 6 6 7 9 6 8, A 


1-2 0 
2 1-29 


X 

y 


J P. 7 - 5 0 6 0 0 5. A (V i?**u> . 7r-rya-r^MX. -f^a- 

2!TwI K L 6 " 1 9 9 5 (0 6 - 0 7 * ^lei^Ti^m 

m4M^T«~^*T1« & WO. 9 4/9134, A 

& US, 5349056, A & EP, 666 9 12, A 


1-3, 5-2 0 
4, 2 1-29 


X 

Y 1 

i 


J P. 7 - 5 0 9 6 0 0. A <'Jv^*a> 7 r-^> a -f-(MX, -f^a-l 
K ) 2 6. 10^ 1 9 9 5 (2 6. 1 0. 9 5 ) 4»ICS!*<OS&(B 


1-4 ! 
5-29 



\><D 

^ rxj 



19. 11. 9 7 


EHRIIZ«*o»iSB 02 12 97 


i H*H$m/r ( I S A/ J P) 
1 0 0 

*K«TftHB[«asM = TB 4#3# 


«B#* 03-3581-1101 P* 


4 C 


9 0 5 1 


9*1 3 4 5 2 



^PCT/ISA/2 10 (sj 2 (1 9 9 2^7^) 



SOOCID: <WO Q8107S5A1J_> 



BBBRWWS* PCT/JP9 7/0 3 24 1 



c mi) . 



X 
Y 

X 
Y 



X 
Y 



X 
Y 



& WO, 9 3/2 5 6 8 4, A & EP, 6 44 9 3 7, A 
& AU, 934535 9, A 

Development, Vol. 122, No. 5 ( 1 9 9 6*£5£) P. 142 
7-1438 

WO, 9 6/6 8 5 9, A (Chi ldren' s Medical Center 
Corporation, USA) 7. 3 8. 1996 (07. 03. 96) &\zm 
2 9I-S3 II & EP, 7 7 7 6 8 6, A & AU. 9 5 3 5 3 9 3, A 

WO. 9 5/2 6 3 6 3, A (MAX-PLANCK-GESELLSHAFT z 
ur Foerderung der Wissenshaften) 5. 1 0^. 
1 9 9 5 (0 5. 1 0. 9 5) 
& EP, 753013, A 

JP, 6 2- 1 0 3 0 2 8. A (*'— T>Y a— A ^>=2 — *KW^>TK 

) 13. SM. 1987 (13. 05. 8 7 ) ttfFflmcOflUSff 2 4 & 
& EP, 2 1 9 2 0 7, A & CA, 1 2 9 5 94 1. A 

J P. 4 -3 6 4 8 5 5, A (T<4?tzf"rv?X x ) ^ W ^ = — # ^ y K 

) 17. 12fl. 1 9 9 2 (1 7. 1 2. 9 2) 

& EP, 4 4 3 8 0 9. A & CA. 2 0 3 6 6 0 6, A 

JP, 7-500267. A (T K'O* h = — — T/W y^fAX ^zj— tK 
^fs/K) 12. 1 £ . 1995 (12. 01. 95) ttdftaKaC&H 
& WO, 93/7840. A & US. 5270051. A 
& EP, 608341. A 



WO, 9 7/1 9 6 9 5, A (Amgen Inc. ) 5. 
0 6. 9 7) 

& US, 5641749. A & AU. 9711631 

WO, 9 7/ 1 9 6 9 4. A (Amgen Inc. ) 5. 
0 6. 9 7) ^CS6I-^7I 

& US. 5 6 4 1 7 5 0. A & AU. 9 7 1 0 5 9 2 



, A 
6 fl. 

, A 



1 9 9 7 (0 5. 



1 9 9 7 (0 5. 



WO, 97/34586. A (Cytotherapeutics 
. 9£. 1 9 9 7 (2 5. 0 9. 9 7) 7r;I/-» f iL 



Inc. ) 25 



J P. 57-203440, A {B^>9 9 V u > XRig^^C^tt) 13. 12^ 
. 1982 (13. 12. 82) 7 7 ;'J — L 



Drug Development Research. 
) P. 1-23 



Vol. 2 2 ( 1 9 9 1 



1. 2, 2 2 
3 -21. 2 3 -29 

U 2, 2 2 

3- 2 1, 2 3- 
2 9 

1-3, 2 2 

4- 2 1. 23- 
2 9 



2 1. 2 9 



21, 2 9 



2 1. 2 9 



1-2, 5-20 
, 2 2-28 



1-3, 4-20 
, 2 2 



1 . 2, 2 1, 2 
9 

2 1. 2 9 



1 - 3 , 2 3 -28 
4-2 2. 2 9 



ftSPCT/ISA/210 (3S2-<— Wm%) ( 1 9 9 2^7^) 

BNSDOCID: <WO 9810785A1 J__> 



HtKttJKS5- PCT/JP97/03241 



&JB8*f53^ (PCT17*(2)(a)) «««KJ:9, ~<aSBl«ES«tt*<0«Bn-.t 9 WW<o«««>-«feofc»Tfli 



1 . g »3*<TC96ffi 



3 0-37 



ss*w«sh3 o~3 7«, f&*icj: a A*x»i^»*o««^fcHi-* pctssi j* (2) (a 

( i ) S.tfPCTJgaiJ3 9. 1 ( i V) 9, r©ffliW»MM*llin«*tf5 - fc*r»Lfcv*#*fc*fi 



) 

2. Q i»*co«H 



3. □ SS#(OlSffl 



II, OffiS-Cfoo "C P C T&M6. 4(a) <Of& 2 UC&tfgS 3 3CW«j£fc. 



1. □ u«A* i ^»*ii»ii***»ti"' ,s "cwnBrttc»f*ufc»T, -<73SRa2S«ti. i-^Tosag-rfie^a* 



4. Q fflJBAiSi8&»ft3aJ!^*«»t»!flllrt»clW*L<e*»ofc©-X?. Z<rcSBS«f8»li, H*0>«B0>*WK1£« 



C iusnws^»:!|8K^iW«-t*i-m«A*'<b*«*^Ta5*,ofc. 



S63CPCT/ I S A/2 1 0 (* 1 (OffiX (1) ) (1 9 9 2^7/1) 



3CID- <WO 9810785A1 J_> 



